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Period for Reply u,c wvci onvsi wim we corresponaence aaaress - 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

■ fw"<;'iy",fifL'j!rMT^^^^ available under the provisions of 37 CFR 1.136(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication 

" » NO nori^H t[ ^^^^'^^r ^^l^ 'T '^"^ "^V^' " '^"^^ ^•^'"•'"V "^'""^^m of thirty (30) days will be considered timely 

" ? 'f specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the m JlinS of thirMmmunication 

■ In ! ^ ""^u f P^""" '^P'y ™"' s'^*"'^, cause the application to become ABANDONED (sTu SCSI 33> 

Status 

1 )KI Responsive to communication(s) filed on 12 October 2001 . 
2a)n This action is FINAL. 2b)|EI This action is non-final. 

3) 0 Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

Closed in accordance with the practice under Ex parte Quay/e, 1935 CD. 1 1, 453 0,G. 213, 
Disposition of Claims 

4) M Claim(s) M07 is/are pending in the application. 

4a) Of the above claim(s) 7-10^16-26.30,33.35-60.62-64.88^70.80 and 102-107 is/are withdrawn from 
consideration. 

5) 0 Claim(s) is/are allowed. 

6) ^ Claim(s) 1-6.1 1-1 5.27-29.:^2 :^4^f^ 1, 65-67.71 -79.1 01 nnri i./.r^ r^jo^foH 

7) |gl Claim(s)li/5 is/are objected to. 

8) n Claim(s) are subject to restriction and/or election requirement. 

Application Papers 

9) KI The specification is objected to by the Examiner. 

I om The drawing(s) filed on is/are: a)^ accepted or bM objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 

I I )□ The proposed drawing correction filed on is: a)^ approved b)^ disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) n The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§ 119 and 120 

1 3) 0 Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 1 9(a)-(d) or (f). 

a)nAII b)n Some*c)n None of: 

1 -□ Certified copies of the priority documents have been received. 

2. n Certified copies of the priority documents have been received in Application No. . 

3. n Copies of the certified copies of the priority documents have been received in this National Staqe 

application from the International Bureau (POT Rule 17 2(a)) 
* See the attached detailed Office action for a list of the certified copies not received. 

um Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 
15)D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
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The examiner acknowledges the Preliminary Amendment filed on February 11, 
2000. Claims 65 to 107 have been entered as requested. The lengthy amendment to 
the specification has not been entered. A substitute specification is required pursuant to 
37 CFR 1.125(a) because preliminary amendment to the specification filed on February 

11, 2000, which comprises five pages, was not entered due to its length. As indicated 
in the restriction requirement, paper No. 9, a substitute specification is required. 

The Response to the Restriction Requirement, filed on Oct.12, 2001, paper No. 

12, is acknowledged. Applicants elected, with traverse, claims 1-15, 27-40. 61, 65-93 
and 100-107 of Group II, drawn to vertebrate telomerase gene, its variants and 
fragments. In response to the requirement of species election Applicants elected the 
variant described by SEQ ID NO:45. 

Claims 1-107 are pending in the application. Claims 1-6, 11-15, 27-29, 31-32, 34, 
61, 65-67, 71-79 and 101 readable on the elected species are the subject of this Office 
action; claims 7-10, 16-26, 30, 33, 35-60, 62-64, 68-70, 80-100 and 102-107 are 
withdrawn from consideration as directed to the nonelected invention. 



Detailed Office Action 

1. Restriction/Election 

In Response to the Restriction Requirement, filed on Oct.12, 2001, paper No. 12, 
Applicants elected, with traverse, Group I claims 1-15, 27-40, 61, 65-93 and 100-107. 

The Applicants traverse the restriction requirement as it applies to Group l-V. 
The traverse is on the ground that the examiner has restricted Groups l-IV whereas 
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these inventions are connected in their operation or effects with vertebrate telomerase. 
Applicants also argue that there is no undue burden on examiner to search the DNA 
sequences, the amino acid sequences and the antibody binding to the vertebrate 
telomerase. In addition. Applicants conclude that the examiner did not show that there 
is a burden of searching together for claims of Group I and IV and V which are directed 
to the process of using either telomerase cDNA or telomerase RNA. 

The argument that Groups l-V are invention that are connected in their operation 
or effects with vertebrate telomerase is found nonpersuasive. The instant application is 
a US patent application to which the US restriction practice applies. Accordingly, DNA, 
expression vectors and host cells transfonned with these vectors belong to one 
restriction group, the protein to the other. Also, antibodies and methods of use the 
protein or DNA are all in separate restriction groups. 

Applicants are kindly reminded that restriction involves four factors: distinctness, 
independence, classification and burden to the examiner. 

Protein and DNA encoding said protein (Group I and II) are distinct chemical 
entities and require different searching of patent and non-patent literature as revealed 
by their different classification. Though the searches are overlapping, they are not 
coextensive. Search of Group I would require search for host cell transformed with the 
expression vector, class 435, subclass 252.3 as well as class 536, subclass 23.2 
encompassing DNA encoding enzymes. Search of these classes is unnecessary for the 
search of Group II that is classified in class 435 subclass 194. Thus, due to different 
classification, independence and different literature search restriction between Group I 
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and Group „ is proper. Group 1,1 is classified in Cass 530, subclass 387.9 is drawn ,o 
antibody ,o fte vertebrate and hybridoma cells for their production. Group IV d.wn to a 
method of diagnosing cancer using the telomerase cDNA is classified In dass 435 
subclass 6. inventions of G^up l-IV are not only classified in distinct classes, but also 
are distinct or independent for reasons stated Ceady In the restriction requirement 
paper No. 3. However, to advance the prosecution the exar^iner withd.ws the 
restncion between Groups IV and VI. Thus, the revised restriction requirement 
encompasses the following groups: 

I. Cain. 1-15, 27-40, 61, 65-93 and 100-107 drawn to DNA. expression 
vector and transformed host cell to p^duce recombinantly vertebrate 
telomerase, classified in class 435, subclass 252.3. 

II. Claim 16-22, drawn to vertebrate telomemse, its variants and fragments, 
classified in class 435. subclass 194. 

"I. Claim 23-26, drawn to antibody and a hybridoma cell for their p^uctlon, 
classified in class 530, subclass 387.9. 

IV Claim 41-49 and 94-99, drawn to a method of diagnosing cancer using 

telomerase cDNA and a nattom «f « • 

NM, ana a pattern of expression of telomerase RNA, 

classified in class 435, subclass 6. 

Claim 50-53, drawn to transgenic animals where the telomerase gene is 
operably linked to a promoter effective for the expression of the gene, 
classified in class 800, subclass 13. 



V. 
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VI. Claim 54, drawn ,o a mouse having endogenous ,elome,ase gene 
dlsiupled, classified in class 800. subclass 9. 

VII. Claim 55-59, drawn ,o inhibitor of vertebrate teiomerase, dassffied in class 
435, subclass 184. 

VIII. Claim 60, drawn to a method of treating cancer, comprising administering 
therapeuMcally effective amounts of teiomerase inhib^or, classffied in class 
514,subclass44. 

IX. calms 62-64 drawn ,o a method of identifying an effector of teiomerase 
activity classified in class 536, subclass 1 84. 

in conclusion, the Applicants^ arguments have been found persuasive only as to 
reioinlng of Group IV and V. The new restriction as written above is proper for reasons 
presented in the previous restriction reguirement, paper No. 9, and is made FINAL 

in requirement of species election Applicant elected DNA described by SEQ ID 
NO:45. According to Applicants claims 1-15, 27-40, 61, 65-85, 91-93, 102 104 105 

and 101 are examined in this Office action. 



2. Objections 

2. 1. Specification 
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The specification does no, comply wift sequence rule because U,e sequence 
.demmoation numbers a. absen, in many places. A substitute speciflca«on is required 
pursuant .0 37 CPR 1.,25,a, because preliminary amendment to the spec^catlon filed 
on February 1 1 , 2000, which compnses Ave pages, was not entered due .0 its length. 

A substitute specification filed under 37 CFR 1.125(a) must only contain subject 
matter from the original specification and any previously entered amendment under 37 
CFR 1.121. I, the substitute specification contains addifional subject matter no. of 
record, the substKute specmcation must be filed under 37 CFR 1.125(b) and must be 
accompanied by: 1) a statement that the subst«ute specification contains no new 
matten and 2) a marked-up copy showing the amendments to be made via the 
substitute specification relative to the specfflcation at the time the substSute 
specification is filed. 

Sequence identlficafion numbers should be added to Table 1 on page 22. 

The usage of tem,s exon and Intron is infusing in specification. The 

specification refers, on page 19 line IS anH f,,rth«, . , 

M ae la, line 18 and further, to telomerase variants presented in 

Figure 7: -exons are deleted (see Fig. 7,.- Also In the figure fragments Y, a and , 
are described as ■exon(s) delated." On the other hand, fragments V, 1, „, 2, 1, and 
X are called introns in the Sequence Listing (SEQ ID N0:18, 23, 25, 27, 29, 32). 

On page 18, line 7 the word 'an amplified" should be deleted. On page 56, line 2, 
Figure 1 should be Figure 2. 
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The specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicants' cooperation is requested in correcting 
any errors of which applicant may become aware. 

2.2. Drawings 

This application has been filed with informal drawings, see the attached notice of 
.he draftsperson (PTO fom, 948), which are acceptable for examinafion pun^oses only 
Formal drawings will be required when the application is allowed. 

^Figure 7 is Illegible and confusing as to the usage of the temns exon and Int^n; 
see above. Position of fragment X is not marked in the figure. 

Figure 10 A presents two sequences labeled as The - sequence consisting 
of 36 bases is in «,e Sequence LIsfing (page 21) labeled as Intron SEQ ID NO:26. 
Please use identifying and dear labels. 
Figure 12 is illegible. 



2.3. Claims 

Claims 3-6, 61 and 65 refer to sequences presented in figures. The sequence 
-le 37 CFR § 1.821 paragraph (d) reads: •Where the description or claims of a patent 
appiication discuss a sequence listing that is set forth in the "Sequence Lisfing- with 
paragraph (c) of this section, reference must be made to the sequence by the use of the 
ass,gned Ident^er (wr«en as SEQ ID No:1, SEQ ID N0:2, SEQ ID N0:3, etc) in the text 
Of the description or claims, even If the sequence is also embedded in the text of the 
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description or ciaims of the patent application. Therefore, as per rule cited above, 
olainns 3-6, 61 and 65 should be amended to recite the SEQ ID NOS or additionally add 
SEQ ID NOs in parenthesis. 

Claim 1 1 is objected to because of the following informalities: the word to 
missing after according. Appropriate correction is required. 



IS 



Claims 13-15 are objected to under 37 CFR 1.75(0) as being in improper fom, 
because a multiple dependent claim cannot depend fom. another multiply dependent 
Claim; see MPEP § 608.01(n). Accordingly, the claims have no. been further treated 



on the merits. 



2. Rejections 

2.1. 35 use 101 

35 U.S.C. 101 reads as follows: 

Whoever „, .^cve. any „e„ and u.e,o, ™*ine, .an„,ac.., or co^osi.o„ o, 

™.er, 0, any new and nse,„, ™p,o.e„en, ^e.o,, .ay ob«n a paten, *erefo,, subjec, ,o ,he 
conditions and requirements of this title. 

Claims 61 and 101 are rejected under 35 U.S.C. 101 because the claimed 
invention is directed {o non-statuto^ subjec. matter, in the absence of the hand of man 
naturally occurring proteins and/or nucleic acids are considered non-statutory subject 
matter; D«mo„</ v. Che^rstarfy. 206 USPQ 193 (1980). This rejection may be 
overcome by amending the claims to contain wording such as " An isolated and purified 
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protein o, nuCaio acid." should .e noted ,ha. .co.«nan, en„ro.eins are 
assumed to be Identical ,o those produced naturally unless otherv^se indicated. 

2. 2. 35 U.S.C. 112. second paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1,2: 

The speciflcalion shall conclude wilh one or nv,™ i ■ 

Ca^ng ,he 3uh,eC ™to which .he app„can, regards as his Inventa 

Claims 3, 5, 6, 27, 31, 65 and 7, and are rejected under 36 U.S.C. 1 12, second 
paragraph, as being Indeflnite for failing to particuiady point out and dlstlnCy clai. ,e 
subject matter which applicant regards as tt,e invention. 

Claims 5 and 6 should be corrected to include the wo^ Vhich" before the wo^ 
hybridizes." 

conditions- is inde«e. The e.mlner ac Pledges exempi^i, no^al hybnd^..n 

exen,p,i„ed and there is nothing to suggest that other hvbdd.ation are not Intended to 

-.ncluded.,n.hear.wha.conditions are considered -„o„.a|-.n-eswidelvdepending 
on the Situation and pe^n ma.ng .he determination. Therefore, , is un*ar how 
^n^ologous ,o a sequence encoding SEO 10 NO:46 a sequence must be to be w«hin 
- scope Of .he claim. Spec^ying the hvbn-dl..ion condi.lons in .he .aims will iead .o 
vacating this rejection. 
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-^-^-^^-^'^'-^'■'^^^^^^^^^ 

C,a,. 65 IS con^sln, .eca.se I. .,e. .o a reference .un,a„ .e,o..ase 

reference human .elomerase is described by SEQ ID N0:1 

2.3. 35y.S.C.f,2,ff;s(paragrap/, 

The following Is a quofa.ion of .he H., paragraph of 35 U S C „2- 
T^e s«oa«o„ « con* a .e^ripOon of .o ,„ve„.o„ „, „ 

2.3. 1 Lack of written description 

- — lns.cha.a.as.o.asonab.con...^ 

■ - - o.ber species. The scope of .be 
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~ .™ ; ~- — " - 

OT mem the Applicants did not set fnr+h 
features of said probes. structural 

doe. no, conte,n any disclosure of fte funoBon of all DNA 
3reencon,passe..,.eolal.3. T.e,enusofONA3.a.c 
™:ecu,eslsa,a.,eva.a5,e,e„uswl..e , "'^^"^^ 
P™.eins. Thus .anvfun f ^ '"""""''^ °' ^^^^ -"V «fferen, 

' nus, many functionally unrelated DNAs ar» 
Of these Claims. encompassed «,hin ,he scope 

In the view of the lark of o* . 
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ar.,san would reco^n.e .He, we. in possession of *e Cal.ed invention. 

2. 3.2. Scope of enablement 

- . .3. ,_e .e speo.ca.ion, w.i,e ... ena*. .0. .e 

; ; — SEO ,0 .0.5, 0. ...eo, 

that w,li specificaliy hybridize to SEQ ID NO 45 „„h h . 

u ID NO 45 under defined conditions, does not 

variant, or any fragment and/or variants Tho t x. 

specification does not enable any person 

r'"'^^^^'°*^'^^''-'------ostnea.oonnected,o: 

e ™en.on commensurate in scope w. these .aims. The claims are header than 

DNA molecules that are encompassed by them. 

r - - <CC. ,.o„. othe^ise, u du^ 

ex enmentation is necessary .0 ma. the .aimed inyen... .actors .0 be considl 
-e^inl^^^^ 

r • ' ^^"^ - wands factors are- (a, .be 

nature of the invention, (b) the breadth of the claim r., ,h . 
„, ,. ^ stete of the prior art (d) the 

relative skill of those In the art tei th= 

art, (e) the predictability of the art, („ .be presence or 
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absence of working example, (g) the amount of direction or guidance presented, (h) the 

quantity of experimentation necessary. 

The nature and breath of the claimed invention encompasses any variant of the 

DNA molecule encoding any human telomerase variant, or the DNA that hybridize to it. 

or any fragment and/or variants thereof. While methods of gene cloning, mapping, 
sequencing and manipulating are well known in the relevant art. and skills of the 
artisans highly developed, identifying all the variants of the human telomerase gene, 
sequences hybridizing to them under all conditions broadly defined as normal, obtaining 
all possible fragments and variants of such sequences, as well as variants of the 
fragments, as determined by the language of the claims is outside the realm of routine 
experimentation. In addition, the probability of success in obtaining the claimed 
invention is low. 

The example provided by disclosure is the variant of human telomerase gene 
described by SEQ ID NO:45, which is insufficient to put one of skill in the art in 
possession of the attributes and features of all variants of the human telomerase. 
Applicants did not provide any guidance or example how to modify SEQ ID NO:45 to 
Obtain required variants. Without the further guidance on the part of Applicants as to 
Which polynucleotide sequences to choose the experimentation left to those in the art is 
improperly extensive and undue. 



2.4. 35 use section 102 
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The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless -(e) the invention was described in a patent granted on 
an application for patent by another filed in the United States before the invention thereof by the 
applicant for patent, or on an international application by another who has fulfilled the requirements of 
paragraphs (1), (2), and (4) of section 371(c) of this title before the invention thereof by the applicant 
for patent. 

Claim 1. 2, 3. 4, 5, 6. 11-12, 27. 28, 29, 31, 32, 34 61. 65-67 and 71-79. are 
rejected under 35 U.S.C. 102(e) as being anticipated by Cech et al in the US Patent No. 
6.093,809 ('809) issued on July 25, 2000, with priority to Oct. 1996. 
The claims are directed to an isolated DNA molecule, which: 
encodes protein of a vertebrate telomerase. 
encodes human telomerase. 

comprises any of introns of human telomerase or hybridizes to such DNA. 
comprises a sequence encoding a splicing variant of human telomerase, 
hybridizes to DNA sequences that are complement to a DNA comprising. 
DNA encoding human telomerase or its fragments , 
hybridizes to human telomerase but not to its fragment consisting of 
nucleotides 1624-2012. 

is an oligonucleotide of 12-200 nucleotides of human telomerase. 
Cech et al disclose the human telomerase gene in SEQ ID N0:224. The 
sequence is identical to the sequence of human telomerase protein of the instant 
application (SEQ ID N0:1). The subject matter and the scope of claims 1. 2. 3, 4, 5, 6, 
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11-12. 27, 28. 29, 31. 32, 34 61, 65-67 and 71-79 is encompassed by the disclosure of 
'809. 

SEQ ID NO: 45 of the instant application which encodes the human telomerase 
lacking the a intron, is comprised by the DNA sequence that encodes the whole human 
telomerase. Therefore, in the case of claim 71. changing the language from 
"comprising" to "consisting of would vacate this rejection. 

2. 5. DouWe patenting 

2.5. 1. Obviousness type provisional double patenting 
The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. See ,e Goodman. 11 
F.3d 1046, 29 USPQ2d2010 (Fed. Cir. 1993); ,n re Longi. 759 F.2d887, 225 
USPQ 645 (Fed. Cir. 1985); /„ re Van Omum. 686 F.2d 937, 214 USPQ 761 (CCPA 
1982); /„ re Vogel. 422 F.2d 438, 164 USPQ 619 (CCPA 1970);and, In re Thorington. 
418 F.2d 528, 163 USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) may be 
used to overcome an actual or provisional rejection based on a nonstatutory double 
patenting ground provided the conflicting application or patent is shown to be commonly 
owned with this application. See 37 CFR 1.130(b). 
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Effective January 1. 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3.73(b). 

Claim 1-6,11-12, 27-29, 31, 32, 34, 61, 65-67, 71-79 and 101 are p^visionally 
rejected under fte judicially created doctrine of obviousness-type double patenting as 
being unpatentable over claim 65-87 of copending Application No. 09/108,401 (■401). 
Although the conflicting claims are not identical, they are not patentably distinct from 
each other because the subject matter of the respective sets of claims is the same, but 
scopes are different. Each of the applications is daiming overiapping subject matter 
including nucleic acids of SEQ ID NO:45, fragments thereof, vectors, and host cells 
comprising these nucleic acids. 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented. 

3. Conclusion 

No claim is allowable. 

Any inquiry concerning this communication or earlier communications from the 
examiner Should be directed to Malgo^ta A. Walicka, Ph.D., whose telephone number 
is (703) 305-7270. The examiner can nom.ally be reached Monday-Friday from 10:00 
a.m. to 4:30 p.m. 
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X a«e.p,3 ,0 .each examiner telephone are unsuooessf.,, .he exa.i„e.s 
supe^so. Po„„a.apu. Aoh.a™.h. Ph.O. can he reached on ,703, 30a-3804 
The fax phone number for this Graup is (703) 305-3014. 

Any inquiry of a genera, nature or relating to the status of «,is application should 
be d,rec.ed to the Group receptionists whose telephone nu.her is (703) 308-0t96. 

Malgorzata A. Walicka, Ph D 
Art Unit 1652 

Assistant Patent Examiner 
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